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INTRODUCTION: 
First identified in 1894, ‘neuro-myélite optique aiguë’/Devic’s disease was renamed as NeuroMyelitis Optica Spectrum 
Disorder (NMOSD) in 2015. It is well established that optic neuritis (ON) is one of the three absolute diagnostic criteria for 
NMOSD; with positive Aquaporin-4 (AQP4) antibodies. Alternately, cases of ON secondary to connective tissue disorders 
(CTD) with positive autoantibodies have also been reported, with or without positive AQP4. [1-4]

METHODS: 
We came across three patients (A, B, C) who presented with unilateral visual loss secondary to retrobulbar ON. The ages of 
these two females and one male (B) ranged between 26 to 43 years, and their visual acuities at presentation were 
perception of light (A), 1.2 logMAR (B), and no perception of light (C). Blood assessment indicated positive AQP4 antibodies 
in all three.

Additional flagged blood results:

Patient A: Syphilis Total Antibody, positive Anti-nuclear (ANA), Anti-Ro, Anti-RNP antibodies. This led to an initial incidental 
diagnosis of partially treated syphilis in the past, or a reinfection; but the CSF analysis returned as unremarkable with no 
clinical evidence to indicate asymptomatic, meningeal, meningo-vascular, or parenchymal Neurosyphilis.

Patient B: Positive ANA, Anti-Ro antibodies.

Patient C: Elevated IgG-DS DNA, positive ANA antibodies. 

Unremarkable lupus, anti-cardiolipin and vasculitis screen in all three.

RESULTS: 
A,B,C received Intravenous methylprednisolone (IVMP) 1 gm pulsed over 3 days followed by oral prednisolone and exhibited 
visual recovery: (A) 1.3 log MAR; 0.32 (B); 0.28 (C) between 3-6 weeks follow-up.

CONCLUSION: 
All three of our patients exhibited positive AQP4 and responded to IVMP. Other than elevated auto-antibodies, there was no 
evidence to suggest associated CTD, or infection. Until the time of this submission, the ON was conclusively considered to 
be secondary to NMOSD in all three patients.

DISCUSSION: 
AQP4 antibodies are positive in 8/10 cases of NMOSD owing to the perivascular deposition of IgG and activated 
complement, loss of astrocytic AQP4, inflammatory infiltration with macrophage accumulation and demyelination with axon 
loss. Additionally, patients with NMO or MS may exhibit accompanying autoantibodies and autoimmune diseases eg. SS, 
ANA, extractable nuclear antigen antibodies (SSA/SSB), rheumatoid factor (RF), anticardiolipin antibodies (ACA), and anti-
double-stranded DNA antibody (A-ds DNA). [2,3,5-6]

Optic nerve involvement in Syphilis may be unilateral/bilateral and manifest as perineuritis, anterior or retrobulbar 
ON or papilloedema. However, a diagnosis of Syphilis cannot be confirmed in the presence of unremarkable CSF 
analysis or no clinical evidence. [7]

As per the American College of Rheumatology's proposed criteria for neuro-psychiatric SLE, 12 syndromes 
(involving CNS and optic nerve) may be observed in 3.6% cases of SLE. The most common is optic neuritis, 
followed by myasthenia gravis, visual field defects, and Idiopathic Intracranial Hypertension. The primary SS related 
(anti-Sjögren syndrome A (SSA), anti-Sjögren syndrome B) optic neuritis is rare, but it has been associated with 
NMOSD. Studies indicate that patients with CNS involvement associated with CTDs exhibit limited response to 
conventional therapies. However, a diagnosis of CTDs cannot be confirmed in the absence of mucocutaneous, 
musculoskeletal, or haematological and reticuloendothelial manifestations OR Negative/unremarkable Lupus, anti-
cardiolipin and vasculitis screen. [5,6] 
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